To determine whether decreased regulatory T cell activity contributes to the pathogenesis of recurrent experimental autoimmune uveitis (EAU), we compared the immunoregulatory activity of CD8 + CD45RC low T cells isolated from rats that had recovered from acute EAU with those from rats with the progressive, recurrent disease. Our results showed that CD8 + CD45RC low T cells isolated from the recovered rats showed suppressive activity in vitro, whereas those from rats with progressive, recurrent EAU do not. Depletion of CD8 + CD45RC low T cells from T cells used for adoptive transfer of EAU increased the pathogenic activity of the T cells. Co-transfer of CD8 + CD45RC low T cells with uveitogenic T cells prevented the relapse of disease in the recipient rats. The suppressive CD8 + CD45RC low T cells expressed increased levels of Foxp3 after stimulation in vitro with the autoantigen, and inhibited the production of IFN-γ by autoreactive T cells. Our data indicate that the decreased suppressive activity of CD8 + CD45RC low T cells is correlated with disease development in this autoimmune disease. Further studies on the biology of this T cell population should provide much needed insights into disease pathogenesis.
Introduction
Uveitis is a common cause of human visual disability and blindness. The animal model, experimental autoimmune uveitis (EAU), provides an essential tool for studying the pathogenesis of the human disease (Chan et al., 1987; Donoso et al., 1989) . Previous studies in our laboratory have established two prototypic rat EAU models. In one, the disease is monophasic and the animal recovers completely after an acute episode lasting for 5-7 days (designated as recovered rats), while, in the other, the disease is progressive and recurrent and the animals have repeated exacerbations of disease for at least 2-3 months (Shao et al., 2003b) . The availability of these two disease models provides us with a good opportunity to determine whether disease progression is caused by increased activity of pathogenic T cells or decreased activity of suppressor T cells.
The immune system has evolved complex mechanisms to avoid an autoimmune response while providing protective immunity and transgenic animals studies have shown that animals can keep auto-aggression in check despite the presence of huge numbers of self-reactive cells (Katz et al., 1993; Goverman et al., 1993) . Further studies are required to determine whether the effects of T cells on the autoimmune response and protective immunity are controlled by distinct regulatory T cell subsets or by shared Treg subsets activated 
